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Abstract 

Tnt&invention is directed to the use of diaryl acid derivatives of formula (I) and their pharmaceutical 
compositions as PPAR ligand receptor binders. The PPAJR. ligand 'receptor binders of this invention are 



useful a^gonists or antagonists of the PPAR receptor 



^E— Z 



wherein: 



(I) 





I 

and — ^ are indepSaidently aryl, fused arylcycloalkenyl, fused arylcycloalkyl, fused 
arylheterocyclenyl, fused arylheterocyclyl, heteroaryl, fused heteroarylcycloalkenyl, fused 
heteroarylcycloalkyl, fused heteroarymeterocyclenyl, or fused heteroarylheterocyclyl; 
A is -0-, -S-, -SO-, -SO2-, -NR13-, -C(c\ -N(R,4)C(0)-,.-C(0)N(R,5)-, -N(R,4)C(0)N(R,s)-, -C(R,4)=N-, 



R 
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a chemical bond, 
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B is -0-, -S-, -NR19- a chemical bond, -C(0)-, -N(R2o)C(0)-,\-C(0)N(R2o)-; 
E is a chemical bond or an ethylene group; 
a is 0-6; / 
b is 0-4; 1 
c is 0-4; 
d is 0-6; 
gis 1-5; 
his 1-4; 

Ri, R3, R5 and R7, are independently hydrogen, halogen, alkyl, carboxyl, alkox^^rbonyl or aralkyl; 
R2, R4, R6 andRs, are independently -(CH2)q-X; 
qis 0-3; 
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x\hydrogen, halogen, alkyl, alkenyl, cycloalkyl, heterocyclyl, aryl, heteroaryl, aralkyl, heteroaralkyl, 
hydroW alkoxy, aralkoxy, heteroaralkoxy, carboxyl, alkoxycarbonyl, tetrazolyl, acyl, acylHNSOz-, - 

SR23, Y^- or Y^y'^NCO-; | 

Y^ and Y^ areWependently hydrogen, alkyl, aryl, aralkyl or heteroaralkyl, or one of Y^ and Y^ is 

\. 1 2 ■ 

hydrogen or alkylaM the other of Y and Y is acyl or aroyl; | 

Y^ and Y* are indepen^n%^hydfD^gqi, alkyl, aryl, aralkyl or heteroaralkyl; 

Z is R21O2C-, R2iOC-,^yaD-imide, R21O2SHNCO-, R21O2SHN-, (R2i)2NCO-, RjiO- 2,4- 

thiazolidinedionyl, or tetrazo^r^id 

Ri9and R21 are independently l^rogen, alkyl, aryl, cycloalkyl, or aralkyl; 

Ri3, Ri7, Ri9 and R23 are independ^ly R22OC-, R22NHOC-, hydrogen, alkyl, aryl, heteroaryl, cycloalkyl, 
heterocyclyl, heteroaralkyl, or aralkyl^ 

Ri4, Ri5, R16, R18 andR2oare independen^W hydrogen, alkyl, aralkyl, carbonyl, or alkoxycarbonyl; 
or Ri4, and R15 taken together with the carbSn and nitrogen atoms through which they are linked form a 5 
or 6-membered azaheterocyclyl group; or 
when a is 2-6, then at least one pair of vicinal Rf^dicals taken together with the carbon atoms to which 

R2 



the R, radicals are linked form a group; 
when b is 2-4, then at least one pair of vicinal R3 radicals taRen together with the carbon atoms to which 

R4 



'R4 



the R3 radicals are linked form a ^ group; or 

when c is 2-4, then at least one pair of vicinal Rj radicals taken togetha^th the carbon atoms to which 



Re 



'Re 



the Rs radicals are linked form a ■ ■«> group; or 

when d is 2-6, then at least one pair of vicinal R7 radicals taken together with the ckrbon atoms to which 



><r\ 

the R7 radicals are linked form a group, or a 5-membered cycloalkyl groupW 

when d is 2-6, then at least one pair of non-vicinal R7 radicals taken together with the carbon\toms to 
which the R7 radicals are linked form a 5-membered cycloalkyl group; or 

geminal R5 and Re radicals taken together with the carbon atom through which these radicals are iVked 
form a 5 membered cycloalkyl group; or 
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gemmaTf^^a^^Rg radicals taken together with the carbon atom through whi^ these radicals are linked 
form a 5 membered cycl^a4jQjlgroup; and 

R22 is hydrogen, alkyl, aryl, heteroa^l**^jcloalkyl, heterocyclyl, heteroafalkyl, or aralkyl; or 

ide thereof, a hydr^e thereof or a solvate thereof. 



a pharmaceutically acceptable salt thereof, an 



